sss CHEMOTHERAPY DEC. 1981
AM-T15 DM - BRERAVER M
RIT &M B K
M REERE TR —PIR
# L < M% & it quinolinecarboxylic acid RO ASRAEHR TH D AM-T1S [tonT, Xy,
BRI & R,

AMERIAEB T B HMAHICOWT, EMEEAS 108cells/ml > L & » MIC 2% 12.5 pg/ml
ToEH WA, S. aureus 96%, S. epidermidis 100%, S. faecalls 171%, E. coli 97%, Klebsiella
sp., Enterobacter sp. 1007, 8. marcescens 91%,, Proteus sp., Citrobacter sp., Salmonella sp., Shigella
sp. 100%, P. aeruginosa 94% ¢ 9, 108 cells/ml o L &%, S. marcescens D 1¥k (9%) BLUP.
aeruginosa O 2 ¥k (3%) 2RV T, TRT 6.25ug/ml LLTF T, EDHELN 020 ug/ml LLFTH ok,

DHERERE R 1207, WWALREDESE 3 4, BERERR2H, RERIRAE 1 HoSHISMIZ, AM-TIS
% 1 B 300~800mg, 3~39AMIERL, H2H8H, AHTH, LLHYMIMTH-, WHEFRII12
plelx, 14CcHY, 5H24ic S. faecalis, Candida DERRENH b, Mo S Wixke R

Tb?tc

BIERB X URERKO R 3L BO LR ok,

L xLC®»Ic

AM-715 11% L { B8 R® X h 7= quinolinecarboxylic
acid FOERNEHR TH 5, £OMiEix Fig. 1 TR
+X5i, ThiETHEAEH TV S nalidixic acid (NA)
ZEHLELDTH S0, BN kD—>THh 5 pipe-
midic acid (PPA) L RIU X 5 iz 7 {iL = piperazine 7% 3%
bB, SLILOHIZHFVBALH, SMHOERMRE
BRI ATWS, =0 AM-T15 xNA % PPA Icjitt
ORBES LT FT R EDIED, £ DTS ABRKEEE
ERALFEN*ELTEY, &b 5 ABEREIC
LHShEFEARS D LvbhTnaY,

bhbhiz AM-T15 OBKSBRE IR T 2HE H &
BT sLibic, BEREALELEOHBEDRERL IV
BlERADFRIZoVWTRM LD THET 5,

IL. HHEIVFE

1. BEERIMEBICNT IREH

AMKRZE—ANFARBE D, R, BH, KE %E,
MEEERR, Mfk/x Y OBRERHE Y 6, & L THRfSAE
1258 A coflicaREs iz S. aureus 248%, S.
epidermidis 3 ¥k, S. faecalis 22¥k, E. coli 38%k, K. pneu-
moniae 261, K. oxytoca 1%k, E. cloacae 188k, E. ae-
rogenes 9 ¥, S. marcescens 11%%, P. mirabilis 7 ¥, P.
vulgaris 1 8%, P. morganii 5 ¥k, Citrobacter sp. 4 ¥, S.
typhi k S. paratyphi A £ 1, %ot Salmonella 2 ¥,

Fig. 1 Chemical structures of AM-715, NA and PPA
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Nalidixic acid (NA)

Pipemidic acid (PPA)

S. flexneri 2 ¥, S. sonnei 1 ¥, P. aeruginosa 3308
§F 209 BRicoWn T, BRLEREFSEREIC L 2T
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AM-T15 B X UXFHIE L LTD PPA o i/ EELE i
B (MIC) # R L, A OREERIERIT, The
hoEREBELEDD, 0.1 N NaOH 4ml ML
(# 10 mg/ml ¥%), WE A B K T 1,000 pug/ml FEHRiZ Lk,
JiEieiiz iz Heart Infusion Agar 3% (5F) &5
L, EEERR <13 Trypto Soy Broth (3BF) C—7k %
% L7 SRk (108 cells/m) » BRpg 4T A K T 100454 1R
Li=#k (108 cells/ml) & 2 v i,

2. HEHRELAHEFAORER

AMKEE—ARARBRE R X CBMRE IR kB
#C, RERLE LB EhERIc, AM-715 2 1R
600~800 mg (200 mg, 3 ~ 4 &), 3 ~14 B BMER L 7.
piskL LT, BB AT —F AKETH Tk 1 B 600 mg, 7~
4AMERALADS, 1 A 300mg % 25~27H MM L
Peo ¥, 14l 1A 300mg 23 BMEALE, &
nrEn AM-T15 FRIZX 2BKHRE LEWEROR
EEHRM LI,

BEDROHE R, WRoEh, HRER, PHRE, BE
B EDHRERDOHEE, BROMK, HMERY L R
CRP i Y OBRERBOUEBIC L o7, T4, 13EM
PRI BRERSHER L, BER EAEROMK L RER

MOERLAWD D & &THZ, HIEERZHEL
e ds, BEMOEREAY TR, MRFAZR
B L &R, CRP 3 ALiBH oo &
CH%, &HICEREROMKIBY b, RIEW
MOBEHB R+ TH oY, MEREHRLLE D KA 72
Bheh Litbok Mooz, L L, BRER, WK
RMEIR, REBRRE EOUBRH ORIl bDE
TEghy L Lk, ki, BABOMHEIZSWT, EH
%K, EWHY, EMKRET, BERR LV RHIEROZIR
EFOHE LR,

RIEROFEIcoWTIR, BEOHLE XML L
bic, MAEAVRE S MIBAEILENREY TEHNTE
WEICHITL, TOEOFEEBE L,

O g &

1. BEERSREMEICNT ZIEH

AMKEE—ANRABRBE > OHBES W7 5 LB
HREB LUV T 2B HEEIC>VWT O AM-715 6 & ©»°
PPA o MIC iz, #hFh, Table,2 X5 Thot-,

S. aureus 24k Ti3, HRERE & A% 108cells/ml @ & X
AM-715 i 50 pg/ml @ 1 BE &R v» T 1.56~12.5 pg/ml

Table 1 Susceptibility of gram-positive cocci

.
Strain Drug | lam” MIC (ug/mi)
(No.) size |£0.20 0.39 0.78 1.56 3.13 625 125 25 50 100 100<
10° 9 5 7 2 1
AM-715 (37.5) (58.3) (87.5) (95.8) (100)
106 12 11 1
S. aureus (50.0) (95.8) (100)
249 10° 4 13 3 4
PPA (16.7) (70.8) (83.3) (100)
106 6 18
(25.0) (100)
3
8
Amnslo (100)
106 2 1
S. epidermidis (66.7) (100)
)] 100 2 1
PPA (66.7) (100)
3
10¢ (100)
100 8 5 4 5
AMAT1S (36.4) (59.1) (77.3) (100)
10¢ 8 12 . 2
S. faecalis (36.4) (90.9) (100)
(22) ] 22
PPA 1 (100)
22
10° (100)

( ): Cumulative percent
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Table 2 Susceptibility of gram-negative bacilli (1)
Inocu-
S(gah; Drug | lum MIC (ug/ml)
o size |S0.20 039 0.78 1.56 3.13 6.25 125 25 50 100 100<
10°® 23 4 6 1 3 1
AM-T15 (60.5) (71.5) (86.8) (89.5) (97.4) (100)
100 | .33 2 2 1
E. coli (86.8) (92.1) (97.4) (100)
(38) ot 14 8 8 8
PPA (36.8) (57.9) (78.9) (100)
10 s 21 7 3
(13.2) (68.4) (86.8) (100)
10° 1 6 4 1 13 2
AM-715 (3.7) (25.9) (40.7) (44.4) (92.6) (100)
10¢ 24 1 1 1
KIeb;ielIa (88.9) (92.6) (96.3) (100)
an 10® 5 6 16
PPA (18.5) (40.7) (100)
10¢ 16 8 2 1
(59.3) (88.9) (96.3) (100)
10 |(117) 407 (66.7) (B8.9) (926) (10¢
AM-715 .1) (40.7) (66.7) (88.9) (92.6) (100)
s 119 2 3 1 2
Enterobacter (70.4) (77.8) (88.9) (92.6) (100)
Q@n 10° 11 8 27
PPA (3.0 (1.4) (37.0) (100)
10¢ 1 10 8 4 4
(3.7) (40.7) (70.4) (85.2) (100)
10® 5 4 1 1
AM-715 (45.5) (81.8) (90.9) (100)
10¢ 2 6 2 1
S. marcescens (18.2) (72.7) (90.9) (100)
an
10® 2 4 5
PPA (18.2) (54.5) (100)
10¢ 1 7 2 1
(9.1) (72.7) (90.9) (100)
10° 8 2 3
AM-715 (61.5) (76.9) (100)
108 11 2
Proteus (84.6) (100)
a3 10® 4 3 6
PPA (30.8) (53.8) (100)
106 1 2 3 6 1
(7.7) (23.1) (41.2) (92.3) (100)
10! 2 2
AM-715 (50.0) (100)
. 10¢ 3 1
Citrobacter (75.0) (100)
“4) 108 1 3
PPA (25.0) (100)
10¢ 1 3
(25.0) (100)
4
8
AM-715 > aoo,
10 4
Salmonella (100)
4 10t 1 3
PPA (25.0) (100)
10¢ 1 3
(25.0) (100)

e

( ): Cumulative percent
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Table 2 Susceptibility of gram-negative bacilli (2)
S(gau)x Drug 1’1’331“' MIC (ug/ml)
o size |£0.20 039 078 1.56 3.13 6.25 125 25 50 100 100<
3
108
AM-715 (100)
10 3
Shigella (100)
3 10° 2 1
PPA (66;) 1 (100)
10* (66.7) (100)
10t 1 4 14 12 1 1
AM-715 (3.0) (15.2) (57.6) (93.9) (97.0) (100)
108 1 9 12 9 1 1
P. aerguinosa (3.0) (30.3) (66.7) (93.9) (97.0) (100)
G3) 100 33
PPA (100)
10¢ 1 32
(3.0) (100)

Th Y, 108cells/ml @ & X T KESH 0.78~1.56 pg/ml
Thotzc, PPA 2 108 cells/ml o L & 12.5~100 pg/ml,
108 cells/ml © 6.25~12.5 pg/ml THBDICHE <R3 L,
AM-T15 333 BRREEE+ Ch Tz,

S. epidermidis 3 ¥k Gix, AM-T15 [ ZH:RE & & % 108
cells/ml o L % 0.78 pg/ml ¢, 108 cells/ml ¢i% 0.39~
0.78ug/ml ¢ v, PPA 3 108 cells/ml ¢4, 12.5 p#g/mli
THBEORHERB L, FHILTChIENTH >

S. faecalis 22 ¥k <13, EEREE & A 108cells/ml o L
% AM-T15 i3 3.13~25 pg/ml G178k, 77% 7% 12.5 pg/
ml PFCh o, EREEEAM 108 cells/ml o L %3 1.56
~625pg/ml TH Y, £ A 313 pg/ml LLTFTH-Te,
—%, PPA i3 108 cells/ml o & & T 1,3~ T 100 pg/ml
PETHY, AM-T15 3 S hi-HEIRED bhi,

E.coli 384713, AM-715 |33/ & 7% 108 cells/ml
DLESOpg/ml o 1 BEZBR VW T 313 pg/ml LT T H
9, L bRERSHS 0.20 pg/ml LLF Td - 7z, 108 cells/
ml DL &izi3338k, 879 22020 ug/ml LLFTH Y, i
D5 6.25 pg/ml PATF Cd -7z, PPA i 108 cells/ml
DLEF 125 pug/ml LT boidnd, ¥ 25~50
ug/ml , 108cells/ml o & &iz% < 3 12.5~50 pg/ml
Thot, +ibb, AM-T15 izix PPA L b 6 BRREDL
ErihnmgmasEy snk,

K. pneumoniae ¥ X U K. oxytoca D2T¥ T iX, AM-
TS 2 EME R 108 cells/ml » L &+ < T 6.25 pg/ml
UTTdb, 108cells/ml @ L i3+~ T 1.56 pug/ml L)
TT, Lk KERsat 0.20 ug/ml PLFThH o7z, PPA

( ): Cumulative percent

% 108 cells/ml @ L X2 KP4 A3 25~50 pg/ml L 7z -
TEY, AM-T15 3 Chi-HEARBED bhiz,

E. cloacae 1833 X 1® E. aerogenes 9 #EDE2THE T,
Klebsiella »> ¥ % ¥ Rlkkic, AM-T15 33EREM A 108
cells/ml » ¥ &4+ ~7T6.25 pg/ml LLFTH Y, 108 cells/ml
DL ET198k, 70% 22020 pg/ml LIF T, fhobob
3.13 pg/ml LLF ©d o7, PPA 13 108 cells/ml 0 & & i
£ LN 25~50 pg/ml 5o TEY, HoTwi,

S. marcescens 11813, AM-715 (ZfEREEE L 108
cells/ml @ & &% { #% 0.39~0.78 pg/ml <, {th iz 3.13
pg/ml & 25 pg/ml O 2 HABS LHIzIC T &5, 108
cells/ml @ & & b KZERZ VM T H - 7=, PPA 3 108
cellsml ® ¢ T4 12.5 pg/ml LT L DiF2 L, %<
A3 50~100 pg/ml T - 72,

Proteus sp. 134 Tix, AM-715 (3 ERRE A 108 cells/
ml o & % 0.78 pg/ml LLF, 108cells/ml o & & 0.39 pg/
ml UFDLDDHT, PPA 0 108cells/ml o L & 25~
100 pg/ml THBEDICH~RB L, BFE30IZTINRE
HThHote,

Citrobacter sp. 4 Bk T3, EEREREICE R /& { AM-
715 12 0.39 pg/ml L F Th o 7248, PPA (% 25 pg/ml o

1 BE% R\ T 100 pg/ml LA ETH - 72,

Salmonella sp. 4 B£3 X O Shigella sp. 3 ¥k Tix, AM-
715 gy FhoEREER T 0.20 ug/ml LT ©, PPA
NEREED 108cells/ml o & & iz Salmonella G 25~
50 pg/ml, Shigella ¢ 6.25~12.5 pg/ml i2tb~3% &, +
ShiziiENTh o7,
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P. aeruginosa 331k ¢, HMEAA 108 cells/ml 0 &
22 ¢ M 1.56~6.25 ug/ml T, 25 pg/ml YLD b2
BgEs bhieds, 100cells/ml o & & 1.56 ug/ml AT o
L O3Bk, 94% L &<, PPA o 100 ug/ml Pl izt
R3 LEPICThARREATH R,

2. EEERMIRENIER

FU RSB —ARABAE B X UBHURBE AR RS
HOVRMOTORETOATFIL, KFISAOBL1AL
RN i AM-T715 &{FEA L, E0EMIX Table3 i
AT X iz, RMEDERI20], R 3 F, MR
EWA2H), BUERERRLHAT, 1HICKEXLOA
B bhie, £k, ZRRBLAETSLORARA
EiegL, LARHRRPKEORBRIRR 7oA FH
EERTOBRRL Y, BMECERSERIETREE
AHLTOVRELONR I F LK E bk,

RBRABEX E coli itk 3008 8M L £ £, E. aero-
genes 12X 34024, K. pneumoniae izX 54 @ 2H,
P. mirabilis, P. morganii iz X34 0%& 1 5IC, o 44
BEREMCHARNFT CBFEEh Tk, &8
REEALIICTERDI o, B, KEXROKEH
b ix K. pneumoniae HEEH X v,

AM-T15 o &Iz 1 § 300~800mg, 3 ~398 T,
BRI ESH, ARTH, LF5HIFT, &Y
Pz, AU EDOERRIZ 833 LIERICES &
TARBR T o lc, BABEDH & 1I2 T & 144124
Rkl 1ARALLITRSL, 14z AM-T15
FEREDRIERVCERPoLEDICEERETCH-
B, HHERLEXOhB LD ThHol, EDMD 45T
ROHCERELHLMICTERV S big, AM-T15 0
HEHEZHALTRY, HAFNDRIHERE T2/,
%7, 24l S. faecalis, Candida iz X 2K £ B B
gBahi, AM-715 0 1 BERENOEHREAZTHS
L, 800mg 73809%, 600mg #383.3% &, 600mg T,
+oEHTHY, 300mg CHLHEHEV AR,

EWERIZBRERD> L BH LAY, REMRMRICY
MEORELRD bhih o7, AM-T15 DLIRTHRD
KB Mkts, AFHRE, BHERERSS IURFR, @
#t, CRP opi#ix Tabled X 5 ThH o1z,

IvV. # §

# L { B§% & h7= quinolinecarboxylic acid {2
WEAITH B AM-T1513 7" 7 LREBRER T Ch il
IBbsIEFTRL, 77 2BUERECLFHNTHH L
Wbhbh T3, bhbhDBETh, S. aureus LR H»
L LI LITRI S5 S. faecalis, S. epidermidis L \v~»
27 nEtERE i, EEE K 108cells/ml o & &

1.56~12.5 pg/ml, 100 cells/ml ® & & 0.78~6.25 ug/mi
Lo RIMANDY, THETD NA L PPA ;s
whnTHor, &bic, ZORKDY T AREESL
My >HEAIIMAR L DR B Y, E. coli, K. pneu-
moniae, Enterobacter, Proteus Iz ¥ T i3 X&) 104
cells/ml TH iz LA Y2525 pg/ml BLFCH b, 108cells/
ml @ & & X 0.20 pg/ml BT D & DA 70~80% 4 & »
T, %7, S. marcescens %> P. aeruginosa kot
EEAML TV S EEIC LI IERBOREIBED b
oo DT H B VBEBEEED X 5 KR D Salmo-
nella, Shigella i+ 5@ He AL T 5, + T
0.20 ug/ml LT CH o . ZhbOMMER N LD
BELLI{—HKLTWS,PPA OREMA LKL L
TE+TE3X5THBY, ZORELLT, bhbho
LIARTERESMP LTV 300, BFORMICHE
RBiaholtoh, BRMEETIHETHS5, kX,
bhbhMBRELAE»o iMoo T, H. influenzae iz
s+ 23RBS KES 020 pg/ml PUIFEFHCh TV 5B
Z L, S.pyogenes iz 3.13 pg/ml B OHEHHD 5
TLHEREND, LML, HEAEHCRAENERS
BWXHTthHhs2,

AM-715 BKIZED TEITIZ VO BEBAT, S8,
BMTAEYHRT 10, REBEMTS L5, AMTI50
200mg # AR L7 b & 0 MLPRRET IS 1 BRI 0.77 g/
ml O -2 siet &, 6%k 0.29 pug/ml, 85
% 0.22 pg/ml ©, ¥BRMIZ3.THERLEVWX ) Th
o, L L, RPBREZHNREDLO 285 ¢ A 180
pg/ml ¢ 6 FEffd 6 8 BEf % Coff T ¥ 69 pg/ml iz
ZoTEY, SEME: CORPENRII2Y LE
THY, REBRER VS FEHTESL5 Cho
o TORRBERICIAFORELRITIOAEZVEIIT,
TR RS T HRERS I N b ARV,

bhbhizRRFEIRICI T 2 R & I i ik AM-715
TR LR, 1 B 300~800mg, 3 ~39AMo&K5T,
18I ER 8B, AR TH, LPFHZL I ¥ L REFTHK
BB, LIRPHEORERERTELLL,

VPloH 05 EMPIcE ¥ 5D, E. coli i b S. faecalis
REL T, £k, "BV 7—FrHEfTH0 1 HT
Candida iz X 5 BRREHS2S AICH LR, LI,
BER M OBY b, FRicHAARRLAESR
ko Th ooz UTI EAHEERIz LT LL — &
Licb o T, WREIRICHE T 2 2EEHEB LR
ELABKLTWE, BER L LTHRESATV S HOR
FESRRBLABREL ¥ 0L ER L v ER
FRLOTHBH, ThbIOVTREFLEOLTER
NI 20BERH5I,
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LABORATORY AND CLINICAL STUDIES ON AM-715

YosHIRO SAWAE and KAORU OKADA

School of Health Sciences and First Department of Internal Medicine,
Faculty of Medicine, Kyushu University

Laboratory and clinical studies were performed on AM-715, a new quinolinecarboxylic acid derivative, and
results were as follows.

1) Antimicrobial activities

MICs of AM-715 against various clinical isolates were determined. With the inoculum size of 108 cells/ml percen-

tages of strains susceptible to 12.5 pgg/ml or less were S. aureus 96%, S. epidermidis 100%, S. faecalis 71%, E. coli 97 %,
Klebsiella sp. and Enterobacter sp. 100%,, S. marcescens 91%,, Proteus sp., Citrobacter sp., Salmonella sp. and Shigella
sp. 100%, P. aeruginosa 94%,. With the inoculum size of 108 cells/ml, all strains were susceptible to 6.25 #g/ml or less,
expect 1 strain of S. marcescens and 2 strains of P. aeruginosa.

1) Clinical efficacy

12 patients with acute cystitis, 3 with chronic cystitis, 2 with acute pyelonephritis, and 1 with chronic pyelone-
phritis were treated with AM-715 in daily doses of 300~800 mg for 3~39 days. Clinical response was excellent in 8,
good in 7, fair in 3 patients. Bacterial effects were very good in 12, fair in 1, unknown in 5 patients. Superinfections
with S. faecalis or Candida were seen in 2 cases. No side effect was noticed and there was no change in laboratory
findings.



